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Mitual Pharssceuticai Congany, 1lnc.

Attention: M. Suhas Sarvesal AN o
1100 Crthouox Street e
Ptudlacelphia, Punnsylvania 15124

Dear Mr. Sarcesai:

heference is maCe tu your abbTeviateC new Gru, application submitled puisuant
to Sectior: 5Q05(,) uf the Fewcral Fool, Liug, anc Losielic set for
Liphenhyuramire hycroctdorice Capsules USP, 5C mg.

hlse zeferenced is youl cununication of hovenler o, 1Sue.

ke have cumpietec the review of this dablreviated appiication anu have
coticautel that the (rug is safe anc effective for Use &5 lecon@enous i the
suiidittec labeaddiy,. Accordingly, the agplication 1s appicveu.

Ay sighificant chaenge in tle conditions cutlinec in this asbureviatet
application requires an approved suppiemental application before the change
may Le made, except for changes maue in conformance with other provisions of
Section 3i4.7C of the New Drug Regulations.

Pustaarheting reporting, rewuirements for tiis abbreviatec appiication are set
foxth in 21 CFK 214,80 anu 3.4.81 of the Reguiations,

Thas acministraticn shicuic be acvisec Of any change in the meikeiuni, status of
this wrug.

For Initial Campaiyns: We request that you sultiat, in cuplicate, any propusec
asvertising 01 pIckutionul cupy whdch you inteny tu use i j0UL instliate
auvertising or prusutional campaiyns. Fiease submit ali propused aaterials in
craft Cr nochk-ui foInm, not final print. Suwedt colh cop.es together with o
topy of the pruposces or final prantec dabceling o the Lavision of LrTuy
suvellising ano Labeddy (HWFh-24u). Fiease Gu ol use Fork Fio=a253
(Transuittal of AGvertisements anc Promctionss Labeling for Lluys fOr hHusan
Lsc) for tius anstial subinussicn,

FOI Suwwsequent Labpaigns: BE Caad your attent.on to Sectiun 2is.21(L5(3) of
the he Uidlitns Wil TeQUiTes tal aallIials ful Ny SULSCULCHl auvertising
I proRGltiona. camualgh, at tie tice of their initidd use, be sulalittec L0 OUT
Livision of Liu, Auverllsan,, anc Labelan, (RFlezéi with o completec Fooic

cc:
HF =237 RS
TPoux/CChang/Meoiaian 1
veu 1z2/16/86 (1515v)

+
robse

. Laectus

APPROVAL / Livasiun cf Cenezic Lfu,s
L& - J Uffice of LIu, Stanualus

Center foi Laugs anu baulugics
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NDC 53489-114-01 L

DIPHENHYDRAMINE HCI
CAPSULES, USP
50 mp.
CAUTION: Federal law prohibits
dispensing without prescription.
100 CAPSULES

NOC 53489-114-01
DIPHENHYDRAMINE HCI

-

L PHARMACEUTICAL CO INC
PHILADELPHIA PA 19124

CAPSULES. USP - -

50 mg.

CAUTION: Federal 1aw prohibits =7~
dispensing withoul prescription. - -

100 CAPSULES

NDC 53489-114-01

DIPHENHYDRAMINE HCI.,

CAPSULES. USP
50 mg.

CAUTION: Federal law prohibis
dispensing without prescription
100 CAPSULES

MUTUAL PHARMACEUTICAL CO INC
PHILADELPMIA PA 10124

PHARMACEUTICAL CO INC
HILADELPHIA. PA 19124

Labeling:

Mutual Pharmaceutical Company, Inc.

1100 Orthodox Street - Philadelphia, Pennsylvania 19124 . (215) 288-6500

INAL

RDA No: Sfl%‘ié/{/}zo

K6 27 100

Reviewed by:
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Mutual Pharmaceutical Company, Inc.

b 1100 Orthodox Street . Philadelphia, Pennsylvania 19124 . (215) 288-6500

C o o SIS
2 £ 33 -
5 L]
i v: io NDC 53489-114-10 . Y
: 2 i3 g |
£ .2z 5% DIPHENHYDRAMINE HCI H . 4l¢
= w 4 >0 o
8¢ 282 28 CAPSULES, USP il
- Se 3 5 RS- ¢
sz & 23 50 mg. .
ry - X @
g8 2 9 CAUTION: Federal law prohibits -
@3 @ . dispensing without prescription. 1S
28 & : 2
LS 1000 CAPSULES g
® a : b .
g 5 : a ) e
*2e f > :
- g "2 MUTUAL PHARMACEUTICAL CO., INC. 3 g
: R PHILADELPHIA PA 19124 -~ w
. ——
I f st ST = :
S I
3 oy b1 -
. £ & 3 DIPHENHYDRAMINE HCI £ ,;./((
o4 So = 35 o i
WiiE o CAPSULES, USP §
& = - = L]
°g & %3 50 mg. :
Ce o 9 CAUTION: Federal law prohibits ®
g g e : dispensing without prescription. :.",
°® o :
33 1000 CAPSULES g
55 =
[] s s . ] ]
"5 ¢ S g g
2 3 MUTUAL PHARMACEUTICAL CO., INC.. ] g
PHILADELPHIA PA 19124 ~ w
—
g2 F §F || DIPHENHYURAMINE HUI || :
o5 9 Es B} & -, -
SERE CAPSULES. USP s
"8z s 8% 50 mg ar- ;o
5 3 I “ : ol // ’
“E = R CAUTION: Federal law prohibits ° ’ 4 /S g[y
g i e - dispensing without prescription §,
.8 & : E3
EHE 1000 CAPSULES z
iS5 E
c - . = .
i © s
e E; MUTUAL PHARMACEUTICAL CO.. INC. i B g
j PHILADELPHIA PA 19124 - w
~
P SN Y o . - !
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DOSAGE AND ADMINISTRATION: DOSAGE SHOULD BE INDIVIDUALIZED
ACCORDING TO THE NEEDS AND THE RESPONSE OF THE PATIENT.
A single oral dose of dip ide is quickly absorbed with

mlanumwnvnyoccumngmmmwyomhour Thedurllmoilumly
an dose of dip y y is from four 10 six

hours.
ADULTS: 25 to 50 mg three to four times Gaily. The nighttime sieep-aid dosSage
50 mg at bedtime.

CHILDREN: (over 20 Ib): 12.5 to 25 mg three or four times daily. Maximum daily
ge not to d 300 mg. For p who wish 10 calcuiate the dose on

mausmo'bodyvmghtovsuﬂacom the recommended dosage is Smg/xg/24
hours or 150 mg/m2/24 hours.

Data are not available on the use of dip y ine hy ide as a nighttime
sleep-aid in children under 12 years.

The basis for detsrmining the most eftect i will be the resp

of the pauem to medication and the condition under treatrment.

In moti full is d for pr ic use, the first
dose to be given 30 minutes before exp to wsmnlardousbelove
meals and upon retiring for the duration of exposure.

HOW SUPPLIED

DIPHENHYDRAMINE HYDROCHLORIDE C. les are supplied as

DIPHENHYDRAMINE HYDROCHLORIDE 25 mg Pink/Clear capsules, imprinted
MUTUAL 103. N

Bottles of 100, NDC 53489-113-01

Botties of 1000, NDC 53489-113-10

DIPHENHYDRAMINE HYDROCHLORIDE 50 mg Pink/Pink capsules, imprinted
MUTUAL 107.

Botties of 100, NDC 53489«110-01

Bottles of 1000, NDC 53489-114-10

STORAGE CONDITIONS: Store at controlled room temperature 15°-30°C
(59°-86°F). Protect from moisture.

Caution — Federal law prohibits dispensing without p! iption.

Manufactured by:
MUTUAL PMARIACEUTICAL COMPANY, INC.
Philadelphia, PA 19124
Issued: August 1886

DIPHENHYDRAMINE
HYDROCHLORIDE CAPSULES, USP

DESCRIPTION: Dip! y 18 an antiht i Orugnavmg
the name 2-‘" )-N.N

wmmmlmmc.,u,.mcummm.gmzm 82) It occurs
as 2 white, crystalhne powder and s freely soiuble in water and alcohol. The

stmduraﬂomnuuaslo«ows

H

@éwww«w,»
o -

Each dip ydramine hy loride e contains 25 mg or 50 mg diphenhy-
Y tor oral admini ion.

CUNICAL PHARMACOLOGY: Diphenhydramine hydrochioride is an antihusta-
mine with anticholineric (drying) and sedative etfects. Antinistamines appear 1o
pete with for cell ptor sites on eft cells.

A single oral gose of mnhyﬂrnmm hydrochloride s quickly absorbed with
maximum activity occurming in approximately one hour. The duration of activity
foliowing an average dose of diphenhydramine hydrochioride is from four to Six
hours is widely distributed throughout the body. including the
CNS. ume it any, is excreted unchanged in the unne; mOst appears as the
degradation products of metabolic transformation in the liver, which are aimost
completsly excreted within 24 hours.

INDICATIONS AND USAGE: Diphenhy ine hy ide in the oral form is
effective for the following indications:
Antihisteminic: For allergic conjunctivitis due to !ooas mild, uncomplicated
allergic skin manitesiations of urticaria and ang lioration of g
reactions to blood or p i y tor
reactions adjunctive to apmophmo and omer smndard mensures amr me acute
manifesiations have been controlied

Motion sickness: For active and prophylacti tof

Antiparkineonism: For parkinsoni ;"',-5--.,‘ u)incm.mny




- S

unabie 1o to more potent : mild cases of parkinsonism {including -

induced) in other age groups: in other cases of parkinsonism (including :::g formed.

induced) in i Y with y acting tinergrc agents. Preg y: Preg y Calegory B. Reproduction studies have been performed

Nighttime sisep-aid. w Tabbrs at doses up 10 5 imes the human dose and have revealed no
- - of impawed fertilty or harm 1o the fetus due to diphenhydrarmne

CONTRAINDICATIONS

. There are, however. no adequate and well-controlled studhes n
UseinN n or Pre K This drug shouid not be used in newborn CTpsegnant women. Because ammai reproduction studies are not always predictive
or premature infants. ’ human response, this drug should be used duning pregnancy only if clearly
Use in Nursing Mothers: Because of the higher nisk of antihistamines for infants c—eeded.

y. and for 'S and p " partcular, antirstamine therapy r——"""ADVERSE REACTIONS: The most frequent adverse reactions are underscored.

contraindicated in nursing mothers. ~2-Y General: Urticana, drug rash, anaphylactic shock, photosensitivity, excessive
Antihistamines are aiso contraindicated in the following conditions:

. perspiration, chills, dryness of mouth. nose. and throa!
Hypersensitivity to dip y hy ide and other anti-histamines of . Caroi S| > Hyp Jon, head , palpi 1S, hy
similar chemical structure. N extrasystoles
. 8 . . M ic § - Hemolytic . thror agranulocy
WARNINGS: Antihistamines shouid be used with cor caution in Ne: - < d
- Nervous System: Sedation. sieepiness. dizziness, disturbed coordination,
with narrow-angie glaucoma, stenosing peptic uicer, pyloroduodenal obstruction; " fangue. oor{lusion. - . ner . tremor, irrtabrity,
symptomatic pmsta.hc ypertrop y.orbtaddov-ﬂnck obstruction. i B - insomnia, euphona, paresthesia, blurred vision, diplopia, vertigo, tinnitus,
Usae in Children: in infants and children, ially ines in ge. " acute laby neuritis, convulsions
may cause hallucinations, convuisions, or death. S. G/ System: Epigastric distress, anorexia, nausea, vomiting, diarrhea.
As in adults, anfinistamines may dirmnish mental alertness in children. In the . constipation

young child, particularly, they may produce excitation. 6. GU System: Urinary frequency, ditficult urination, urinary retention, early

approximately 60 years ihi i more : menses
:;:(.Jyl To':':ui“:"” x ,:3 o 9",."’);.:;",:; I:::::’ are 7. Respiratory System: Thickening of bronchial secretions, tightness of chest and
. iy wheaezing, nasai stutfiness
PRECAUTIONS:
G : Diphenhy ine hydrochloride has an atropine-like action and there- % OVERDOSAGE: Antihi i c ' may vary from central ner-
fore shouid be used with caution in patients with a history of lower respiratory VOUS Sysiem depression to stimulation. Shrmlatvonnpamcmarly likely in children.

Atropine-iike signs and symptoms, dry mouth: Lixed, drated pupils; tlushing, and
gastrointestinal symptoms may also occur.

p yperthy car-

<
0

diovascular disease or hypertension.

Information for Patients: Patients taking diphenhydramine hydrochioride should =o' It ing has not d spontaneously the should be induced to vomit.
be advised that this drug may cause drowsiness and has an additive etfect with Thes is best done by having hum drink a glass of water or milk after which he should
alcohol. be made to gag. Precautions aganst asprration must be taken, especially in
Patients should be warned about engaging in activities requirnng mental alertness nlnng and chadren. . . X .

such as driving a car or operating appliances, machinery, etc. Hvomiting is unsuccesstul gastric lavage is indicated within 3 hours after ingestion
Drug ! jons: Di ; loride pe i and even later if large amounts of milk or cream were given beforehand. Isotonic or
thJ gm, other CNS dex ants (h fydroch dat has;ddmye °".3::;_mh fico- 1/2 isotonic saline is the lavage soiution of choice.

MAOQ inhibitors prolong and intensify the anticholinergic (drying) eft t antihis- Saline cathartics. as milk of magnesia, by 0smosis draw water into the bowel and
tamines. prolong y ) (drying) eftects o therefore are valuable for their action in rapid dilution of bowel content
Carcinogenesis, Mutagenesis, Impai of Fertility: Long-term studies in ani- Stimulants should not be used. :

mals to d i 0 and 0 i

p have not been per- Vasopressors may be used to freat hypotension. - / )
1B Ik
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10.

12,

13,

15,

17.

18.

19,

CHEMIST'S REVIEW ANDA 89-489

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride

PHARMACOLOGICAL CATEGORY 1l. HOW DISPENSED

Antihystamine Rx

RELATED IND/NDA/DMF (s)

89-488 (25 mg)
89-489 (50 mg)

DOSAGE FORM(S)  14. POTENCY
Capsule 50 my

CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI (need italics for =N=N-),

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Approvable
REVIEWER: DATE COMPLETED:
MGoldman 12/17/86




i0.

12.

ls.

CHEMIST'S REVIEW ANDA 89-489

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochlicride

PHARMACOLOGICAL CATEGORY 1i. HOW DISPENSED

Antihistamine Rx

RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mg)

DOSAGE FORM(s) 14, POTENCY

Capsule ’ 50 mg
CHEMICAL NAME AND STRUCTURE

Name and structure same as US# XXI.

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Noct Approvahle

REVIEWER: DATE CCNPLEfED:

MGcldman

- "’? '/
;?/3ﬂ.a?y

N




10.

12.

13.

15,

17.

18.

19.

20.

CHEMIST'S REVIEW ANDA 89-489

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Antihistamine Rx

RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mg)

DOSAGE FORM(s)  14. POTENCY
Capsule ‘ ’ 50 mg

CHEMICAL NAME AND STRUCTURE

Name and structure same as USP-XXI (need italics for =N-N=).

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER: DATE COMPLETED:
MGoldman 10/8/86
COMPONENTS AND COMPOSITION L eeiE
Component Reference mg/capsule
Diphenhydramine HCl usP 50.0
Starch, NF NF
Magnesium Stearate NF

TOTAL 200.0 mg

Components of capsule not given. See page 97.




CHEMIST'S REVIEW ANDA 89-489

3. NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

7. NONPROPRIETARY NAME

Diphenhydramine Hydrochloride
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Antihistamine Rx

12. RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mg)

13. DOSAGE FORM(s) 14, POTENCY

Capsule 50 mg
15. CHEMICAL NAME AND STRUCTURE

Name and structure same as USP XXI (need italics for -N=-N-).

17. COMMENTS

18. CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

19. REVIEWER: DATE COMPLETED:
MGoldman 9/11/86
o el
20. COMPONENTS AND COMPOSITION
Component Reference mg/capsule
Diphenhydramine HC) uspP 50.0
Starch, NF NF ’
Magnesium Stearate NF
TOTAL 200.0 mg

Components of capsule not given, See page 97.
Botanical source of Starch not given.




10.

12.

13.

15.

17.

18.

.19.

20.

CHEMIST'S REVIEW ANDA 89-489

NAME AND ADDRESS OF APPLICANT

Mutual Pharmaceutical Company, Inc.
Philadelphia, PA 19124

NONPROPRIETARY NAME

Diphenhydramine Hydrochloride
PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED

Antihystamine Rx

RELATED IND/NDA/DMF(s)

89-488 (25 mg)
89-489 (50 mq)

DOSAGE FORM(s) 14, POTENCY

Capsule 50 mg
CHEMICAL NAME AND STRUCTURE

Name and structure same as !SP XXI (need italics for -N-N-).

COMMENTS

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER: DATE COMPLETED:

MGo1dman 7/29/86
COMPONENTS AND COMPOSITION

Component Reference
Diphenhydramine HC) ysp
Starch, NF ° NF
Magnesium Stearate NF

Components of capsule not given. See page 97.
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Mutml Parmaceutioal Co. Inc.
Attention: Suhas Sardesai
1100 Orthodox Street
Pniladelphia, PA 17124

bear Sir:
Lheference it made to the diseolution data and request far waiver of ir-viw

idoavailability requirementc you sumitted an tay €, 190€ for Ciplentyramine
liydreclloride Capsules, 25 g.

The data and your recuect lave been reviewal by owr Livisiom of Bicequivalence
—- and they nave—tre following corments: - .

"1. The dissclution teeting condlucted bty lutual Plarmacevticel Co. Inc.
. on its Diphenlydremire IC] Capmules, 25 mg znd 00 mg, is acceptable.
’ The waiver of the in-vivo bicequivalence study requirementr for the
’ 2f iy and 50 mg Iiphenhiydroamine HC1 Capeule ic granted. The 2F xg
and 50 oy aapeule ¢f the test product is therefcre deened
Licequivalent to the 25 oy and 5C mg capsule, respectively, of
Dermdryl, samufactured by Parke-iavis Co.

2. . The dismlution testirry shculd be incorporated intko your
mnufacturing controlrc and stavility program. The dissalution
testing shculd be comductad in 00 ml. of sater ¢ 370C using U.E.F.
333 Apparatus I (Basket) at 100 7. The tect praluct should meet
the follawing specification:

ot leec tlan of the laheled amowmnt of tle druc
ir the dosage fom ic Ciseclved in 45 rinutes.”

// [ \i‘*u&‘ (&/&/ %

Marvin Geife, I..L.

Iirector i
Pivieiorn of Ceneric Druye
Office of Ir¥ug Standerds
Center for Druge an liolojics

\
=

o

~ s

cc: IF-230
Goldman
MSei fe/Sturm/ jt/ 12-2-86
BI0 0530




Diphenhydramine HC1
50 mg. Capsule

Mutual Pharmaceutical Co., Inc.
Philadelphia, Pennsylvania

ANDA #89-489 | Submi ssion Dated:
Reviewer: Ramona D. McCarthy May 9, 1986
Wang # 8982e

Review of Dissolution Data and A Request For A Waiver
of The In-Vivo Bioequivalence Requirement

The firm submitted camparative dissolution data on both the test praduct and
the reference product, Benadryl (diphenhydramine HC1l) Capsules,50 mg. The
data demonstrate that the product meets our specifications of N.L.T. of
the drug in the dosage farm dissolved in 45 minutes.

This submission also contains a request for a waiver of the in-vivo
bicequivalence requirement for this product.

This camposition of this product is as follows:

Carponent ' mg/Capsule
Diphenhydramine HC1l, U.S.P. 50.0 mg
Starch, N.F.

-

Magresiun Stearate, N.F.
Camment

In as much as the reference praduct Benadryl (diphenhydramine HC1l) has been
determined to be effective for at least one indication in a D.E.S.I. notice
and this product is basically the same product, this product meets the
criteria necessary to meet the requirements of C.F.R. 320.22(C)(1).
Accordingly, a waiver may be granted and the firm should be so advised.

Recammendation

The firm should be advised as follows:

1. The dissolution testing conducted by Mutual Pharmaceutical Co. Inc. on its :
diphenhydramine HC1l Capsules, 50 mg., Lot #10060, is acceptable. The waiver ;
of the in-vivo bicequivalence stidly requirements far the 50 mg. i
Diphenhydramine HCl Capsule is granted. The 50 mg. capsule of the test
praduct is therefare deemed bicequivalent to the 50 mg. capsule of Benadryl,
manuf actured by Parke-Davis Co. L,

2. The dissolution testing should be incorparated into the firm's
manufacturing controls and stability program. The dissolution testing should
be conducted in 500 ml. of water @ 37UC using U.S.P.XX1 Apparatus I (Basket)
at 100 rpn. The test product should meet the following specification:

Not less than of the labeled amount of the drug
in the dosage farm is dissolved in 45 minutes.




Ramona D. McCarthy } R
Division of Bicequivalence : T f LAt
Review Branch 1 AT

RD INITIALED BY AJACKSON.
FT INITIALED BY AJACKSON

1 ~2/~47

Concur:, _ _ Date:
'5.V. Dighe /
Director
Division of Bicequivalence

‘R.McCarthy/do/11-10-86/Wang $#8982e

s cc: ANDA #89-489 original (2) HFN-230, HFN-200 (Hare),
HFN-223 (Shah), HFN-252 (McCarthy, Jackson) Drug File
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"%+ . ZEVIEW OF DISSOLUTION DATA  °

Condition for Dissolution "I'eo‘tin;' L e L , -
USP XX Apparatus Paddle_ ¢ . Basket 7 /80

- Volume__ 540 =

Medium:

2

Nunber of Tab/Capsules Tested:

buy .uz:hédclogy o o f.vﬁ'»,- :
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o ) - ANDA Approval Summary
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stdblished Name of Drug Dosage” Form Strength(/ Container’size(s)
Date Found Satisfactory Comment.
abeling 1o/l Je
nsemistry, Manufacturing, and controls — /1,5//5/%
MP's | _
Manufacturer - Finished Dosage Form — Z /é//q
Outside Facilities /7 //[
Manufacturer(s) - Active Ingredient(s) | T / /4 // 7
- Vol i S5~/
Chemist Reviewer Date DL QML iiava Date

etition Required X
No Yes

Hece ﬂi’é’b‘& >€e %// 9/ - Svhaiasera

1% L1

sted Drug Information 505(3j)(2)(a)

atent Certification 505(3)(2)(A)

- —
ate patent/Exclusivity Expires (if applicable) NP

ioequivalence Section

issolution Required? L~ ./ /'LW /‘*7‘/! & 5—@( &/ 3 /% /{% 7
' No Yes
n vivo study(s) required? / w/’K ﬁ/;ﬂﬁ /S ‘/,';u i_A_ DU

No Yes e (S No IN VIVE £t

Study(s) Found Acceptable

waiver Request Granted W QAN (4 e e | ’9'[_3 6((_, Atr

otal Bioequivalence-Requirement Met - Sdt_ &lg; ¢,~—€,
| L I3)6/E
mlstratdye Reyiewer / Date
pproved 1/ !
yisapprovéd ( ‘;2 / ( 5 / &:
- Date|
omme * S:

IANG #0479A (Rev-5/85)




P

NOA NUMBER

NOTICE OF APPROVAL 89-489
NEW DRUG APPLICATION OR SUPPLEMENT DATE "'"‘°""E L‘*:"‘ I1SSUED
To: FROM: '

£X] Bureau of Drugs
Press Relations Staff (HF1-40) }

[C] Bureau of Veterinary Medicine

ATTENTION
Forwasd original of this form for publication oaly after approval letter hes been issued and the date of
approval has been entered above. .
P YYPE GF APPLICATION CATEGORY :
SUPFLEMENT ABBREVIATED SUPPLEMENT .
DO-'G'NAL NOA D‘l’1:> ND A momcnuu.. NDA DTO ANDA mNUMAN M VETERINARY

TRADE NAME (or other deaignated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢/f any) OF DRUG,

Diphenhydramine Hydrochloride

DOSAGE FORM HOW DISPENSED

Capsule g nx Qore

ACTIVE INGREDIENTIS) (se declared on label. List by established or wproprietary (s) and include amount(s), I{ amount ia
declared on label.)

Diphenhydramine Hydrochloride, 50 mg

NAME OF APPLICANT (Include City and State) -
Mutual Pharmaceutical Co., Inc.
1100 Orthodax Street
Philadelphia, PA 19124

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
Antihistamine

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

NAME < s OATE
“® M. Goldman 7 {)/,' N ARES
FORM APPROVED BY

NAME OATE

FORM FD 1642 (2/75) PREVIOUS EDITION MAY BE USED U L SUPPLY 1S EXHAUSTED.




ce:

-Reviewing C 4‘12#5’5 IConcurrance:

DEPARTMENT OF HEALTH & HUMAN SERVICES

M~ GOL.D/‘:' -~ B
Memorandum
TO :Manufacturing Review Branch (HFN-3Z£ DATE: 5/16/86
Division of Drug Quality Compliance
FROM  :Division of Generic Drugs :
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 89-488; 89-489

DRUG TRADE MARK (if any)
DRUG NONPROPRIETARY NAME: _ Diphenhydramine Hydrochloride Capsules USP, 25 mg;

DOSAGE FORM iND STRENGTH(S): CHG

DRUG CLASSIFICATIOR: - PROFILE CLASS CODE:
(Priority) £ or B 1C Other

APPLICANT'S NAME: Mutual Pharmaceutical Co.
ADDRESS: 1100 Orthodox St. ., Philadelphia, PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

l. applicant -~ mfr finished dosage form

Reo...

!lllllllllll!llllllllI»!llllllllIi!lllliIl!ll!.lllllllll!!il!lllllllll!llﬂl!lllli!
FOR HFN- 32g(USE ONLY:

4 -
Request Rec'd- - }—/)V/,f[ Inspection Requested:
T (if applicable)

Basis for De~+*=<—--

Firm(s) are in Compliance Hifﬁ GMPs: 7 .C( [JZK,
/

o a3 U

HFN-320

FORM FDA 3274 (1/83)




ANDA ADMINISTRATIVE CONTROL RECORD R

Applicant TY)LJ\iﬂz 7<\n(~.dn(7e(4741.iti ANDA #___ N9 M NT
' Date Recd. '?.)lié(\C?

Trade Name RX ,5’ oTC

Generic Name/Dosage Form/Strength: jf)“ TR VRS
L_ ) , LRS-
v\\) O b SIS ) -)\‘~,;,1( Lo { ‘) (

PRGN ¢d)

%

DESI Drug

Similar or Related

Applicant Manufacturer: Yes / MNo

If No: Name of Manufacturer

ANDA # Approved: Pending Same Formulation

Application Complete l YESL::f/ N0 qj&y<7 2}\ ) (N
Application Acceptable: - NO N

YES — . A
Letter to Firm: Acknosledgement: __— Not-acceptable Date 1 1%@4
P . - )
/ /.
CS0/CST: pate . -/ [1.£
310 Review Regquirad: YES X, NO  INVITRO_K IN VIVO
Hedical Officer -
Chenist
Inspection Requast to HFD 320 (Date): // /14»

" 7899¢/m1b




- | §048
ANDA CHECKLIST FOR COMPLETENESS AND ACCEPTABILITY OF THE APPLICATION

[ ]

Yes No
C”  Letter L///
356H | .
Signed L////

/

Table of Contents

Information to show proposed
product is same as listed product:
{i) indications (ii) active ingredients

Ny

(iv) labeling

(iii) (a) route (b) dosage form (c) strength L///ﬁf

Patent Certification

Exclusivity Addressed (If Applicable)

labeling — -

Statement re Rx/0TC Status

Components & Composition (Unit Composition)

ntrols

Jgtch Formulation

Certification of GMP

/

v

43nufacturing ~ : »///2
/

v
v

Description of Facilities

Manufacturing Procedures (Batch Records)

and Finished Dosage Form

Specs & Tests for Aéiive Ingredient V//

Stability Profile Including Stabitlity Data
(Use of Stability Indicating Method) \

Samples Statement Plus Data

Bioavailability/Bioequivalence
Protocol P

Study

—

i W
In v1yo studthiixgr request

v
Dissolution Data L//

Ei. ronmental Impact Analysis

GGK:jmp:1/3/85:Wang 4528a
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‘/ DEPARTMENT OF HEALTH & HUMAN SERVICES

C

6'.“”.'

"l - Memorandum

(

TO  :Manufacturing Review Branch (HFN-322) DATE: 5/16/86
Division of Drug Quality Compliance

FROM :Division of Generic Drugs
Requester's Name Diane F. Walker PHONE: 443-0193

SUBJECT: ESTABLISHMENT EVALUATION - REQUEST

_ TN
NDA, ANDA, AND SUPPLEMENT NUMBER: 89-488; 89-489

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Diphenhydramine Hydrochloride Capsules USP, 25 mg 3

50 m%N
DOSAGE FORM D STRENGTH(S): CHG

DRUG CLASSIFICATION: - PROFILE CLASS CODE:
(Priority) A or B 1C Other

APPLICANT'S NAME: Mﬁtual Pharmaceutical Co.

ADDRESS: 1100 Orthodox St., Philadelphia, PA

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

Darrow

I3

1. applicant - mfr finished dosage form

HPC-13.

[od o]

Comz

Reas

lli!lll!llllIllllll’li.ll.lll.lll!lllll!llll!llll.lIlllllll!!.!llllllllllllll.ll
FOR HFN-322 USE ONLY:

Request Rec'd: Inspection Requested:
. (if applicable)

4o

Firm(s) are in Compliance With GMPs:
Basis for Decision:

Reviewing CSO: Concurrance:
yA cc: HFN-
HFN-
HFN-322

FORM FOA 3274 (1/83)







ANDA 89-489

Mutual Pharmaceutical Company, Inc. Nuse
Attention: Suhas Sardesai

1100 Orthodox Street

Philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer to your abbreviated new drun anplication dated May 9, 1986,
submitted pursuant to Section 505 cf the Federal Foorl, Drug, and Ccsmetic Act
for Diphenhydranine Hydrcchleride Cabsules UsP, 50 mg.

Alsc referenced is your communication of Octcber 14, 1986.

The apnlication is deficient and therefore not anprovable under Secticn 505 of
the Act for the following reasons:

1. Your cemparative disscluticn rate studies and request fer
hicavailability/bicequivalency waiver is under review by the Division
of Bioequivalence. You will he advised when their review is
completed.

2. For the Components and Composition secticns:

21 OFR 314.50(d)(ii) Drug Product requires that you provide “A list

- of all components used in the manufacture of the drug product
(renardless of whether they appear in the druq product); and a
statement of the composition of the drug nroduct. . ." You must
subnit « revised Component Section 6 and revised Composition Section
7 which lists all ingredients of the drug products, including the
capsule. The container need not he included.

3., Ve acknowledne withdrawal cf
as a testing lahcratory.

The file is now closed. You are required tc take one cf the actions describec
at 21 OFR 314.120 which will either amend or withdraw the annlicatien, or if
you have substantial disaqreement with our reasons for not aparcving this
annlication, you may request an concrtunity fcr a hearina.

Sincerely yecurs,

- TR 3

Marvin Seife, M,D.
. Directox
» Division of Generic Druqs
nffice of Druq Standarrds
fenter for Drugs and Bicloqics

~ cc:

 HFN=237 Wi / #
y W\ TPoux/CChang/MGoldman/tr/10/80/86
N 1o32s

" Not Approvable _ S s~ {C




ANDA 89-489

Mutual Pharmaceutical Company, Inc. A IRUNSES
Attention: Suhas Sardesai

1100 Orthodox Strest

Philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer to your abbreviated new drug application dated May 9, 1986,
submitted pursuant to Section 505 of the Federal Food, Drug, and Cosmetic Act

for Diphenhydramine Hydrochloride Capsules USP, 50 mq.
Also referenced is your communication of September 19, 1986,

The application is deficient and therefore not approvahble under Section 505 of
the Act for the following reasons:

1. Your coﬁbérative dissolution rate studies and request for
bioavailability/bioequivalency waiver is under review by the Division
of Biocequivalence. You will be advised when their review is

completed,

2. For the Components and Composition sections:

You must provide a copy of your revised Component section and your
revised Composition section showing the formula for the capsule
shell, whose ingredients are shown on page 97 of your orininal

application.

3. . . 1s at present unacceptable
as a testing laboratory for the active ingredient, starch, and
magnesium stearate. Please indicate your intentions with respect to
use aof this firm,

The file is now closed. You are required to take one of the actions described
at 21 CFR 314.120 which will either amend or withdraw the application, or if
you have substantial disagreement with our reasons for not approving this
application, you may request an ooportunity for a hearinn,

Sincerely yours

o Q - g ( /. :
P ' ’}(f\ (O‘{"J‘Y s
/2; Marvin Seife, M.D.
Director
N ce: . Division of Generic Drums
QQHFN-237 /b 6% Office of Orug Standards

<s}IPoux/CChang/MGoldman/ti/lO/Bzas Center for Drugs and Biologics
“yon. 10328 ‘ o
IN Not Approvable
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ANDA 89-489

(93]
rri
3
N

Mutua) Pharmaceutical Company, Inc,
Attention: Suhas Sardesat

1100 Orthodox Street

Philadelphia, PA 19124

Dear Mr, Sardesat:

Please refer to your abbreviated mew drug application dated May 9, 1986,
submitted pursvant to Section 505 of the Federal Food, Drug, and Cosmetic Act
for Diphenhydramine Hydrochloride Capsules USP, 50 mg.

Also referenced 1s your communication of August 26, 1986.

The application is deficient and therefore not approvable under Sectfon 505 of
the Act for the follow1ng reasons:

1. Your comparative dissolution rate studies and request for
bioavailability/bioequivalency waiver is under review by the Division
of Bioequivalence. You will be advised when their review is
completed.

2. For the Components and Comppsition sections:

You must provide a copy of your revised Component section and your
revised Composition section showing the following:

a. The formula for the capsule,

b. The botanical source of the starch, as required by the NF.
3. For the active ingredient:

Provide complete name and address for

4. It fails to provide rework (reprocessing) procedures used in the
event a batch fafls to meet specifications (page 131), as required by
21 CFR 211,115,

The file is now closed. You are required to take one of the actions described
at 21 CFR 314.120 which will either amend or withdraw the application, or if
you have substantial disagreement with our reasons for not approving this
application, you may request an opportunity forja-hearing.

Sincgrely yours,

r /w
Marvin Seife .\H{D.

v
cc: A j Director
HFN-23. 7 //77& Division of Generic Drugs

TPoux/C.hang/MGoldman/tr/9/11/86 Office of Drug Standards
1032S Center for Drugs and Biologics
Not Approvable

.

15
[ 3]
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P{p Mutual Pharmaceutical Compartly,%lnc, "'\

1100 Orthodox Street - Philadeiphia, Pennsylvania 19124 . (215) 288-6500

P s S I A
August 26, 1986 R e :
. foam ST
R AN LT T
Lot ! - :
Marvin Seife, M.D. aﬁDAORlG.AMENmm
Director [N - '
Division of Generic Drugs / '
Office of Drug Standards PPL

Center for Drugs and Biologics
Food and Drug Administration
HFN 230, Rm 17B - 20

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-489, Amendment AOL’
Product: Diphenhydramine HC1l Capsules USP, 50 mg.

Dear Dr. Seife:

In pursuant to the communication dated July 31, 1986, in which there is
stated some deficiencies in our original application; we are herewith
submitting the necessary corrections.

We respectfully request that you re-open our file.

Sincerely,

<§;;Jétzv Lf;?aa‘:{i:;f.

4
Suhas Sardesai, MS
Director of Operations

lcp

cc

enclosure

RECEIWED
AUG 27 1986

GENERIC DRUGS




ANDA 89-489

Mutual Pharmaceutical Company, Inc. 3
Attention: Suhas Sardesai ' JuL I 1986
1100 Orthodox Street

philadelphia, PA 19124

Dear Mr. Sardesai:

Please refer to your abbreviated new drug application dated May 9, 1986,
submitted pursuant to Section 505 of the Federal Food, Drug, and Cosmetic Act
for Diphenhydramine Hydrochloride Capsules. USP, 50 mg.

The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1. Your comparative dissolutfon rate studies and request for
- bioavaiTability/bioequivalency watver is under review by the Division
of Bioequivalence. You will be advised when their review is

completed.

2. It fails to provide adequate labeling information. In this regard:
Container: Not Satisfactory

The quantity 1s listed as 100 (1000) tablets
- (rather than capsules). .

Insert: Not Satisfactory ]
In accord with very recent changes, please make the following

revisions:

a. COMTRAINDICATIONS-delete heading-"Use in Lower Respiratory
Disease” and the first paragraph following.

Underline the first sentence in the next paragraph
Antihistamines also are contraindicated in the
following conditions:

b. PRECAUTIONS-General i
(1) raragraph one should be changed to read:

Diphenhydramine hydrochloride has an atropine-1ike
action and therefore should be used with cautfon in
patients with a history of lower respiratory disease
including asthma, increased intraocular pressure,
hyperthyroidism, cardiovascular disease or
hypertension,

(2) Orug Interactions-delete CAUTION: Patients taking
monoamine oxidase inhibitors should not receive
antihistamine therapy concurrently,

Ce DESCRIPTION-structural formula- -N-Ne-ghould be in {talics.




1r vomiting has not occurred Spontaneous1y, .,
If vomiting {g unsuccessful,,,

Saline cathartics..,

Stimulants....

€. DOSAGE AND ADHINISTRATION
Children....three or four times dafly,...
(rather than three to four),

Please revise your container labels and Package fnsert labeling. then
prepare angd Submit twelve final printed copies of container labels ang
draft Copy of Package fnsert labeling for our review and Comment ,

3. For the Components and Composition:

4.  For the active Ingredfent.

Please identify - Stated ag manufacturer on Page 78, This name
is not otherwise fndicated as 2 source for the active ingredient.

5. For the fnactive ingredient.

a, It fatls to specify the botanical source of the Starch, NF used,

b, 1t fafls to assure that the Starch, Nf meets compendfal

in that the analytical report (page 87) fafls to _
include tests for PH, Residue on Ignition, Iron, Oxidizing "
substances. Sulfyr dioxtde ang no Certificate of Analysig from
the supplfer 1s provided, ‘

6. For the finished drug product:

It should pe understood that the ysp Procedure will pe used as the
regulatory method, in this connection provide comparative datga
showing that the to the ysp assay procedure,

The file §s now closed. yoyu are required to take one of the actions described
at 21 ¢rr 314,120 which wi} either amend Or withdraw the application. or §f
you have Substantial disagreement with our reasons for not approving thig
application. You may request an Opportunity for a hearing.

fﬁ,/’ Strcerely yours,
’ d oy ] (M ‘7’%( %Q

' cc: }/ évéz; , -
/o NHFN-237 2/7 7120 ft arvin Seifw,)n,p,
© N\ ggggx/CChang/MGoldman/tr/7/29/86 Director
S

' ’,Qg?\ Division of Generic prygs
N A Not Approvable Office of Drug Standards
Center for Orugs and Blologics
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REVIEW OF PROFESSIONAL LABELING

ANDAZNRAFT
DATE OF REVIEY: July 24, 1986
ANDA/NDA#: 89-488 (25 mg)
89-489 (50 mg) NAME OF FIRM: Mutual

NAME OF DRUG: Generic: Diphenhydramine Hydrochloride Capsules, YSP

DATE OF SUBMISSION: May 9, 1985
COMMENTS:
Container: HNot Satisfactory

A. The quantity is listed as 100 (1000) tablets
(rather than capsules).

- Insert: HNot Satisfactory
In accord with very recent changes, please make the following

revisions:

A. CONTRAINDICATIOMS-delete heading-"Use in Lower Respiratory
Disease” and the first paragraph following.

Underline the f1rst sentence in the next paragraph
Antihistamines also are contraindicated in the following

- conditions:

B.  PRECAUTIOMS-General
1. Paragraph one should be changed to read:
Diphenhydramine hydrochloride has an atropine-like action
and therefore should be used with caution in patients with
a history of lower respiratory disease including asthma,
increased intraocular pressure, hyperthyroidism,
cardiovascular disease or hypertension.

2. Drug Interactions-delete CAUTION: Patients tak1ng
monoamine oxidase inhibitors should not receive
antihistamine therapy concurrently.

C. DESCRIPTION-structural formula- -lleN-should be in italics

0.  OVERDOSAGE-underline the fol]ow1no phrases at the beginning of
paragraphs 2,3,4 and 5 ,

If vomiting has not occurred spontaneously...
If vomiting is unsuccessful...

Salene cathqrtics...

Stimulants....




E. DOSAGE AND ADMINISTRATION
Children....three or four times daily....

(rather than three to four)

RECOMMENDATIONS:
1. Inform the firm of above comments.

2. Request the firm revise their container labels and package insert
labeling then prepare and submit twelve final printed copies of
container labels and draft copy of package insert labeling for our
review and comment,

HFM-238
T.Poux/sw/7-24-86 /
2458A Pg 4-5




AND2. BO-489

MY 20 986

Mutual Pharmaceutical Co.
Attention: Mr. Suhas Sardesai
1100 Orthodox Street
Philadelphia, PA 19124

Dear Sir:

We acknowledge the receipt of your abbreviatel new drug application submitted
pursuant to Section 505(j) of the Federal Food, Irug, and Coemetic Act for the

following:

I7ME OF IRUG: Diphenhydramine jydrochloride Capeules ISP, SC mg
INTE OF APPLICATION: lay 9, 1966

IATE OF RICCIPT: Mey 13, 19€6

Ve will correspond with you further after we lave had the opportunity to
review the spplication. '

Pleasc identify any commnications concerning this application with the IR
number shown above. - .

Sincerely yours,

Marvin Seife) H.D.

Director

Division of Generic Dngs : A
Office of Irug Standards -~
Center for Drugs and Biologics -

cc: HFN-230

Chang
I'Sei fe/JSturn/ jt/5-16-€6

Ack  0183b (—1 C‘r-E;—C
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P@’F") Mutual Pharmaceutical Compant, Inc.

1100 Orthodox Street . Philadelphia, Pennsylvania 19124 . (215) 288-6500

\Sj;j>L‘ |
‘ \L
NI

May 9, 1986 i ,
Marvin Seife, M.D. . . A
Director _-K,/\ UYL
Division of Generic Drug Monographs D) n - )
Office of Drug Standards T A Ll
Center for Drugs and Biologics ) c&*\ \Q o
Fooc and Drug Administration w 2 T\
HFN 230, Rm 16-70 <y o
5600 Fishers Lane \\QQ ‘ 7
Rockville, MD 20857 \ — —~
L}
Re: Abbreviated New Drug Application -

Procuct: Diphenhydramine Hydrochloride Capsules, 50 mg.

Dear Doctor Seife,

Pursuant to Section 505(j) of the Federal Food Drug and Cosmetic Act, and the
Amendments thereto, we are submitting herewith, in duplicate, an abbreviated
new drug application for the new drug referred supra.

Included in Section 3 of this application we are respectfully requesting a

waiver to conduct bioavailability studies on the dosage form based upon the
comparative dissolution rate studies we have conducted on the dosage form of
Parke-Davis's Benadryl Capsules 50 mg. Vide: the Orange Section - Pharmacokinetics
in Volume No. 2.

Concurrently we are separately filing for the 25 mg potency dosage forms of
Diphenhydramine Hydrochloride Capsules.

We respectfully submit the following: i

a Form 356-H :
b. Volume No. 1 - Copy No. 1 (Blue Folder)
C. Yolume No. 2 - Copy No. 1 (Orange Folder)
d. Vvolume No. 1 - Copy No. 2 (Red Folder) .
e. Volume No. 2 - Copy No. 2 (Orange Folder)
f. Four (4) sets of labels (drafts?

Yours sincerely, , T e
MUTUAL PHARMACEUTICAL CO., INC. -
. S \B00
")L/‘ @ \Sa,“f[b/—- ﬁ‘ [T

SUFAS SARDESAI, M.S.
Director of Operations .




